. Cln1/5 dko and wt mouse iPS cell clones show ES cell like morphology and express markers characteristic for ES cells. MEFs from both the wt and Cln1/5 dko mice were reprogrammed by using the retrovirus-mediated delivery of the four Yamanaka factors (Oct3/4, Sox2, Klf4 and c-Myc). (A) iPS cell colonies were collected on the basis of ES cell morphology (round shape and sharp borders) and the expression of SSEA-1 surface protein (red). (B) Expression of ES cell specific markers Nanog, Rex-1, Fgf-4, Esg-1 and E-Ras was detected in all clones by RT-PCR (see Materials and Methods for details). ES cells served as a positive control and MEFs as a negative control.
. Spontaneous differentiation of mouse induced pluripotent stem (iPS) cell clones. iPS cell clones (wt and Cln1/5 dko) were differentiated via EB formation (see Materials and methods). Seven day old Cln1/5 dko and wt EBs were plated on gelatin-coated plates and allowed to undergo spontaneous cell differentiation. The cells were fixed with 4% PFA, and differentiation into cell derivatives of all three germ layers was confirmed by staining with antibodies for FoxA2 (staining nucleus, endoderm), β-III tubulin (staining neuron-specific microtubules, ectoderm) or desmin (staining cytoplasm, mesoderm). Scale bar: 50 mm. . Immunohistochemical staining with CD68 reveals increased microglial activation in the Cln1/5 dko cortex (S1BF) and thalamus (VPM/VPL) that was already detectable at 1 month of age. Compared to the wt, Cln1/5 dko microglia displayed more intense CD68 immunoreactivity with enlarged soma and protracted processes in the S1BF and VPM/VPL. Higher magnification insets show the different morphologies of wt and Cln1/5 dko microglia. Inset scale bar: 50 mm. Cholesterol and phospholipid distribution, as well as apoA-1 (B) and triglyceride (C) distribution in HDL, VLDL or pre-β-HDL was measured. In Cln1/5 dko plasma, cholesterol levels were elevated in HDL, and slightly decreased in VLDL particles. ApoA-1 levels were increased in HDL particles, whereas triglyceride levels were elevated in VLDL particles. 
